FEB. 19. 2003 1 1:19PM JACOBSON, HOLMAN NO. 042 • • P. 7 



; Application No. 09/762,304 
Attorney Docket No. P66378USO 

/' 

- * ~25. The kit according taclaim 24, said at loast one substance being present as- a dr^substance^ 



£ or hva solution, or in the presence of nfiatrixjubstances. 

• >- 

26. The kit according-to "clam 25, ifeerajJ^S" nuirix substances are salts, buffers', . 
carbohydrates, carboxylic acids, py/irnidines, 6r inorganic o^orgawc nanoparticles with' 
diameters of up to I |im. •- 



■~ • REMARKS - M J . * 
The specification is amended, hereby, to reflect the status of the subject appliwfion as the 

*"* ***** 

"" • national stage of an international application filed under the PCT.,, - 

Apphcant observes that'the Office Action implies, incorrectly, that benefit of priority is' 
"sought for thejsubject-apphcation under 35 USC 120. • „ ~ ^ - 

ThJ specification is farmer amended, hereby, to de . ,. 

page 5 of the specification. ~ - ... - " - 

Claims 1 2-26, presented hereby-in place.ofclaims 1-11, are pending^. , . r . 

* * > Claims 12, TSrand 19-26 contain the subject matter of claims 1, 3, and^ll, amended to 

~ - address issues raised in the Office Action under §1 12, %L ^ . - - -~ 
~- Deletion ofthereference to "Table lV'-hereby,.reso;Lves the corresponding objection to &e' 

* . specification contained in the Office-Action, t . ^1 .,, ~ ^ 
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- "' Reconsideration is requested wi% respect to the'rejectionfofclaims under r 35 USC 11-2^2,^ 

<x ~"~. ■■ " ~ 

--*'in view of the changes to the claims effected, hereby, taken in, conjunction withjhe following 

c remarks. .r *^ ~ - r 

The changes made to claim language by the instant amendment addresses most of the issues** 

raised in the §112; 112, statement of rejection. - - ^- - 

* ■» -> 

- ' The statement of rejection under §1 12, ^2, includes claim terminology (phrases) allegedly^ 
indefinite because "it is not clear what the meets and bounds are for die phrase/ 1 These allegations 
reflect concern with the scope (breadth) of the phrases at issue. As such, the inquiry has^po bearing 
on whether the phrases are indefinite under § T 1 12 9 V-l claim "breadth is not'to,be r equatedwith 4* 
indefiniteness." In re Miller, 169 USPQ 597, 600 (CCPA 1970). Although an "undq^ibtedly large 
-number' 1 of embodiments might fail within'the.scope of a generic expression f ^e, expression is not 
for that reason indefinite," In re Sliolh 1 87 USPQ 481, 482 (CCPA 1975); and whether a particular 
embodiment is covered by the expression "is rendered no less certain by-the- large number."VJ87 
USPQat483. '~ ~~ "\ 

^Reconsideration is requested with respect to'the rejections of claims 1- launder 35 USC 11?, 
11, for alleged*lack of descriptive suppoft and alleged lack of enablement for-embo^ments other - 
than the embodiment described in the* specification using aininocoumaraL-DEVD-as the caspase . 

c. - ^ - ~ 

sutfstrater Reconsideration is requested with respect to therejection ofcclaim 8-under 35 USC 1 12,,_ 
^ 1)1, for-alleged lack of e^blementr - - ^ 

i - 
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According to4e statement of rejection^ alleged failure to satisfy ^written description. - 

J" requirement*^^ - | 

^ ' byMtivatedc^aseiiicells«iidergoiSg a poptosis. n The statement of rejection provides no support, - 
1 whatsoever fof the allegation, 'fie statement of rejection also alleges,.that foe.aforaaid single * ^ 
- embodiment using anunocoumarin-DEVD ^ . 
what the rejection terms the "genus of caspase subst^te'" 'described and claimed. .; 

* The rejection for alleged failur^to satisfy the written description requirement underJJ 12, 
. II 1 , is improper because it fails to apply the proper standards for detennining cpmpliance with the . 
■ • written description requirement of §112, \\ • ^ order to satisfy the requirements p ( f §1 12, first., 
paragraph, "it is not necessary to embrace hrthe claims or describe in me specification all possible ' 
4 forms in which the claimed principle may be reduced to practice." Smith v. Snow, 294 U.S, J , 1 1 
(1935): The law does not require "an applicant to describe in his specification every conceivable 
embodiment of the invention. SRIInt 7 v. Matsushita Elkc. Corp. of America, 22.7.USPQ 577, 586- , 
(Fed.Cir. 1985). "Mention of representative compounds encompassed by generic : claim language - 
- clearly is not required by § 1 12 or £ny other provision of the Statute^ In re Robins^ USPQ 552, 
555 (CCPA 1970). The PtO has theinitial burden of providing suppor0pr a rejection under §1 12, 
1|t , before tne burden shifts: to applicants show the contrary. In re Bowen, 181 USPQ48 (CCPA 
*^"~T974),, Under §112^51 paragraph, tlie'concemtf the USPTO is support or non=supportfo? a ^ . 
"generic term, not its breadth. /« re M^cozzf, 169 USPQ 367, J69 (CCPA 1971 )._, „ ^ 
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<£r Thetenablemenl requirement of §W2, \\M allegedly not satisfied beyondjhe scope&f the - ' 
embodiment described™ the specification using aminOCOumarin-DEVD as the caspase. substrate. 

T*"" """" - „ ~ "V 

^According to the statement of rej ection, it would require undue experimentabonlo practice .the scope 
— of the claims beyond the .described embodiment. No evidence, whatsoever, is provided "to- support 

the allegation of undue experimentation.. ^ — ...... " 

The rejection for alleged failure to satisfy the enableraentjrequirement under §1 12, 1(1,. is ' 
•v improper because it fails to apply the proper standards for detenninmg compliance with the 
enablement requirement of §112, Satisfaction. of enablement under 35 U,S.C. 112, first 

: ~ ' •,• ; ■■ 

requires nothing more than objective enablement. - . . [A] l>v 
specification . . . mustbe taken as complying with ... 35 U.S.C.,112 
- * unless there is reason to do doubt the obj ective truth' of statements 

relied upon therein. , .;.*■ 

■*h . ' - ■ 

^taehelin v. Secher, 24 USPQ2d 1513f 1516 (BPA & 1 1992) {emph$sis-in original). In order to 

sustain a rejection for lack of enablement under §1 12, first paragraph, the EJO must cite evidence 

in support of any allegations of non-enablement, in addition to explaining why it- doubts the truth of 

statements of enablement made in ^specification. In re Sichert, 19&USPQ 209 (CCE4 1977). "= 

" Even in ah unpredictable area, such as chemistry, the PTO must advance-reasons whyjijpatent 
- " ^ ... "™ 

applicant's broad assertion of enablement is not true. Bowen,suprarJn Qfder to sustains rejection ~ .. . 

*^ _ — ■•w 

lor lack of enablement under § 112, and shift the burden to a patent applicant, the'PXQmust advance 
evidence or reasoning inconsistent with enablement. Sictert, supra, Lack of enablement under §1 12 , 
is not established by mere allegations of undue breadth, that is, by merely,ar_guing mat claims read 



■an. 
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^ - ' on non-disclos'ed emboliirnents. Horton v. 7 USPQ2d 1245^PA &^988). Wle - ^ 

^ ~- working exarnples~drawn~to specific embodiments may be ne - " 

-~/tosati S fy§112. J«>*^ ~ 
' n ^examples are not necel^ '■ / 

■ - < \ ^Moreover, it would not, in fact, require undue experimentation.^: the skilled person to 

=extrapolatetheirive^ " 
-accordingly, as lorigls the cumu / fl ferfcaspase activity is measured (pee 
It is noted that screening a protein for biological activity is routine, not undue, experimentation. Ex ^ 
^arreMjr*, 12 USPQ2d 1904 (Bd. Pat^App. & Inter. 1989). ^ ~* 4 r 

In connection with the §112, $1 , rejection of claim 8 for alleged lack'oj: enablement, the _ ,;, 
statement of rejection acknowledges enablement of claim 8 "for, icteening for possible new^ 
chemomerapy> Enablement undei§ 112 of me stamte is, o^^ 

of one-of ordinary skill in the art at thetime of filing the appU^tion far patent, i.e., at-me time of _ . 
" .. constructive reduction to practice: The person of ordinary skill in- the art brings with him a 
knowledge and understanding of the entirety of the prior art up mitil the date afar^lication. ^ 
- - Since me skMed artisan is well aware of wta 

infonnationTnapatentspecificauonwouldberedm^ 
_> applIc"ation-need not teach, and preferably omits, that which^well knWmthe art "Staehelin^ J- ^ 

v. Secher, 24 < USPQ2d 1513, 1516 (BPA&I.L992). Satisfaction olt the enablement requkement does _^ 
- not require the specification to contain a single working example. Strahilevitz, supra. ^ 



BEST AVAILABLE COPY 



Received from < 2023935350 > at 2/19/03 11:1 9:28 PM [Eastern Standard Time] .«»••-' i*. 4 ~ 



FEB. 1 9. 2003 1 1:20PM. JACOBSON, HOLMAN 



NO. 042 P. 12 



*■ ./ ' a . ■■ ■ Application No. 09/762,304 

. - ~ ~" Attorney Docket No. -P66378US0 

'-. ^ "ifie skilled person knows how to adapt Ifee teachings of the ^eirt,itfyintioii forscreenigg - 

^ other subltancesT'The skilledJperson also easily knows ho.w to optmuze-individiial chemotherapy.--. 
' - It is toownfc^atients suffering trom cancer diseases may respond dj^^^ 
■ agents^ In order'o optimize an individual protocol, a series of experiments can easily^ designed 
by which rumor cells taken from the patience subjected to treatment with the putative antitumor ■ 
agent. Of course, this can be made in an irray, wherein different tumor^ehts can be applied. The , .. 
agent that kills tfie tuinor..cells will be- selected over those that do not kill the tonor c.ells. 
Furthermore, an optimization of me dose regime can be performed^ 
due to different concentrations of the putative anti-tumor agent. * . *• ' M . 

Reconsideration is requested with respect to the claim rejecnon^f record under ^5 USC 
102(b) based on Benjamin and'based on Martins. ^ ^, 

For anticipation under § 102 to exist, each and every claim limitation, as arranged in the 
claim, must be found in a single priof art reference. Jamesbury Corp'v Litton Industrial Products,. • 
Inc., 225 USPQ 253 (FedlCir. 1985). The absence from a prior art reference of a single clairn 

limitation negates anticipation. Kolster Speedsteel ABv. Crucible Inc., 230 TjSPQ 81 (Fed. Cir. . 

^* * - '• . - 

1986). preference that discloses "substantially the same -my.ention* is not an anticipation. - . 

" 'jamesbury Gorp. 'To anticipate theclaim, each claim limitation musKirfenrK^appeax" in the 

~~' ^ reference disclosure, GechteT v. Davidson, 43 USPQ2d 1030, lp^f (?^ Cir. 1997) (em^^. „ 

. ~ .(fdaed).^ To be Hovelty defeating, Treferenc^ust put the pubhcjn possession ofjjfcidentical^ 

invention claimed. In re Donahue, 226 USPQ 619 (Fed. Cir. 1985). ^ ^ ., - - • 
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» ClainTl is incon^ctl^interpreted in the statement of rejection, n If ignores, ^cgastantly, "the 
important "feature (hmitation) oT the presently claimed invention involving "mQgsu™ 1 ^ * e 
accumulated caspase activity in the sample" (emphasis added), In^accordance with the. specification _ 
(paragraph bridging pages 7 and 8): "It is essential that accumylated,caspase activityls ipeasured" 
f emphasis in originaD . "As this portion/rf the specification explains, accumulated caspas.e activity 

" £. ■ ^ 

is that which occurs when incubation has lasted long enough to allow for induced, ap'optosis by. all 
of the substance being tested; and, therefore, "measuring the accumulated caspase activity" %s. 6tC 
presently claimed requires, inter alia, the measurement to occur>t>nly after sufficient incubation time fc 
has elapsed for all of the substance tested to induce apoptosis. - " . 

Neither Benjamin nor Martins teaches measuring "accumulated^ caspase activity, asjpesently - 
claimed. On the contrary, each of Benjamin and Martins obtained results by using a time-resolved ~ _ 



measuring of caspase activity. Therefore, a limitation on the presentmefhod claims.'; - "measuring 
the accumulated caspase activity" .- being absent from eachof the,,cited references,. .anticipation 
under § 1 02(b) by eitherreference is negated, Kolster Speeds teel A<B, supra, 
^ In connection with the "kit" claims*, neither cited reference teaches the combination in a kit 

of "a sample support with sample^compartments," together vi&th "at least one. substance" in each 

^ ^ -compartment, and further together with "a solution of a reagent standardized for a total nujnber of 

**- . 
- v cell? for measuring~cjpspase activity. M As such, limitations tfn*£he present claims, to a 'T&tV^eing 

<■=> - absent fronueaclTof the cited references, 'anticipation by-either references -negated. Kolstm ' 

Speedsteel A B, supra. ■, ■■■ ^<*- ' ' a- 
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v Reconsideration is requested with respect to the claim rejection^ record under-3£USC^ 

-7102(b) base? on 'an alleged slde'or public use ofthe claimed invention. The rejection wrmc-t be ^ 
^maintained because it fail to show "the invention was. . . in public use^pr on sale in this" country^ 

as required to support a rejection under*§ 1.02(b). ^ . ^ r . vlt> . ^ - 5 

The subject application was filed in the United States, ,foTpu^os e sof'§102(b),onl3Marcli <- 
<" 2000. 35 USC 363 The*§ 102(b) rejection relies on CLONTECH 20Q0 Catalogue, page 196 f -as 
; dlegedlydescribmg me presently cla^^ t - 

. use or sale thereof. Assuming, arguendo, the aforesaid allegations to be correct, the. cited catalogue 
cannot be relied on to show such public use or ; sale occurred more than-one year before 13 March 
2000, the date of filing the subject application in the United States. .... wC .- 

On its face, the CLONTECH 2<X» Catalogue became available in .the year £000. whickof ^. 
course cannot be more'than .one year prior to the filing 'date of an application filed in„the United 
- States during that same year. Sincere subject application was filed in the United StateTin-the year' ^ . 
~ 2000, the rejection reWtaan alleged showing of a sale or public use, that, on its face, even£ 
corcecfoid not in fact occur "more than one year prior" to Ihe filing date of the subject application 
in me Unitedltates »Since the alleged sale or public use* hot shown to have occurred "more than 

one year'prio? to dieiling daWf the subject application in the United Stajes, fce^ection under . 

' * • " • "j 5 ^ 

* § 102(b) based on sale or^ublic useBf the clamied mVention clothe ir^tam.e^^ . ^ ^ 
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Request for Acknowledgment of 
Foreign Priority Under 35 VSC 119 



2*° 



A claim to foreign. pnority under 35 USC 119 has been made, i.e., in the inventorship-... 
declaration, filed April 16, 2001, and the requisite certified copies.of'the pnority documents were ' 
filed, and received by the PTO,-m'accordance with PCT Rules, as.evidenoed by^the Notificatioa.of^ 
Acceptance, mailed April 30, 2001 rby the PTO, and Form PCT/TB304, mailed 12 July 2,000 by the 
International Bureau (a copy ^Hiq Form PCT/JJB304, mailed 12 July 2000 by the Memational< - ^ 
Bureau, being attached, hereto). m . * * - ■ « ~ 

Accordingly, request is madetKat the Examiner mark the next Office Action to acknowledge; thx 
both the claims to §1 19 priority and receipt of the certified copies of the priority documents. ^ 
< Favorable action is requested. - - : Vi 

s * Respectfully submitted, * 

" * , * : " JACOBSfON' HOLMAN PLLC 



By: 



~400 Seventh Street, N.-W. ** 
The. Jenifer Building ~ - 
Wa$hingtori?-D.C."20004~ " - 
Tel.: (202) 638-6666 - 

^Attorney Docket No. P615378US0 
Date: February 19, -2003 ^ 
WEP/rdt • ? \. ... ' - 




William E. Player 
Reg. No. 3*1,409 
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' « Marked up version of amendments ,, s 
' / ~ TNT TVTP, SP'RT.TTTCATIQN ' 

At page I, as the first paragraph following the title, add:- ^ : ■ 

This is a 371 of PCT/EPOO/02174, filed 13 MarclT2000. 
At page 5. .rewrite the third complete paragraph as: ■ 

Caspase activity tests are mot suitable for. the specific detection of .. . - 
apopto'sis since necrotic damage, which is not relevant to cytostatic 
effects, is not covered [(see Table 1)]. Tne.method used in recent years 
for measuring caspase activity comprise the gel-electrophoretic . 
separation of specific protein substrates a\well as chromogenic and , r 
fluorogenic tests in which colored products-are formed by the caspases 
(see, e.g., Cohen G.M., Biochem. J. 326: 1-16 (1997), Stennicke H.R., 
Salvesen G.S., J. Biol. Ch'em. 41P: 25719-25723 (1997)). All these tests- 
are characterized" in that the- cells are first sedirnented at a particular time 



•ft, 



after the induction and washed with a buffer, followed by disruption 

< . *; 

with«a lysis bufferfor the'caspases, which had previously been presents 

-the interior of the cell, toiieTabje to convert the added substrate. ^ 



3k 
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PCT/EPOO/02174 



PATENT COOPERATION ( EATY 



From the INTERNATIONAL BUREAU 



PCT 

1 

"NOTIFICATION CONCERNING 
•SUBMISSION OR TRANSMITTAL 
. OF PRIORITY DOCUMENT _ 

;(PCT Administrative Instructions, Section 4 J 1)' 



To: 



- MEYERS, Hens-WNhelm 
Poscfach 10 22 41 
D-50462'KGIn 
ALLSMAGNt 



L 



■Hi 




Date of mailing (day/mon^h/year) ^ 
J2 July 2000 (12-07,00) " ^ 






Applicant's or agents file reference ^ 
0Q0745woMege' 


IMPORTANT NOT3f ICATTON 


tnternation&J application No- 

- PCT/EP00/02174 


-(International filing date (day/month/year)?' 
13 March 2000 (13.03.00)< v 


International publication date (day/mo nth/y ear) " 
Not yet published 


Priority date (day/mo nth/year) 

12 March 1999 (12.03.99)^ 


Applicant " * * 

*EVOTEC ANALYTICAL SYSTEMS GMBH et al ~. *" ..- ' - ' 



1. The applicant is hereby notified of the date of receipt (except wh are the letters "NR" appear in the right-hand column) t>y the 
International Bureau of the priority dacurnent(s) relating tqthe earlier applicatlon(s) Indicated below.' Unless otherwise * *~ 
indicated by an asterisk appearing next to a date of receipt or by the (otters ''NR*', in.the right-hand-column, the. priority 
^oci'monr concerned was submSrcd or srsnc^tttcd to tfia international Bureau in compysnce with Rule 17, 1 {a)*oi (*.■). 

2. This update* and replaces any previously Issued notification conceding submission Of. transmittal of prlo^Ity-dooumBnts. 

3. An asterisk*) appearing next to a date of receipt; in the right-hand column, denotes a priority document submitted > o 
Or transmitted to the International Bureau but not in compliance with Rule 17,1(3) or (b)- In such a ease, the attention 

of the applicant ts directed to Rule 17.1 (c) which provides that no designated Office may disregard tine priority claim me 
concerned before fifving the applicant en Opportunity, upon entry into the national phese,tto furnish the priority-document ' 
within a time limit Which is rcasonabfs under the circumstances. ' yv; r « — 

* " 

4. The letters "NR" appearing in the rio,hc*hand column denote a priority document which was not received by .the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.7(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Offioe may disregard the priority claim concerned before giving the"applicant*r opportunity, 
upon entry into the national phase, to furnish The priority document within a time limit which is. reasonable under tha 
circumstances. — 



Prbmv date 

12 Marc 1999 (12, (8. 99)* 
30Apri 1999 (30.04.99) 



Priority application No. 

199J0 956,7 
89106495.5- ' 



CouMrvjKiBflianal Offics 
BfPPT^ce'fvmy ftfficft 

DE ~ 
EP 



_ DjTec-f receipt 
ctPnoriVf tiogvmgm 

20Jurier2000 (20-06.00) 
20 J uiTe '2000 (20.06.00)*- 



1 



The international Bureau of WIPO 
34, chemin des Colombcuea 
121 1 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.74.35 



Authorised officer <M 

'AinoMetcalfe, 
Telephone No. (41-22) 3$S.&3^$ 



Form PCT/tB/304 (July 1995) 



0034O3! 
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